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Actions—Demulen acts to prevent ovulation by inhibiting the output 
of gonadotropins from the pituitary gland. Demulen depresses the out- 
put of both the follicle-stimulating hormone (FSH) and the luteinizing 
hormone (LH). 

Special note: Oral contraceptives have been marketed in the United 
States since 1960. Reported pregnancy rates vary from product to prod- 
uct. The effectiveness of the sequential products appears to be some- 
what lower than that of the combination products. Both types provide 
almost completely effective contraception. 

An increased risk of thromb lic di associated with the use 
of hormonal contraceptives has now been shown in studies conducted 
in both Great Britain and the United States. Other risks, such as those 
of elevated blood pressure, liver disease and reduced tolerance to car- 
bohydrates, have not been quantitated with precision. Long-term ad- 
ministration of both natural and synthetic estro- 
gens in subprimate animal species in multiples 
of the human dose increases the frequency of 
some animal carcinomas. These data cannot be 
transposed directly to man. The possible car- 
cinogenicity due to the estrogens can be neither 
affirmed nor refuted at this time. Close clinical 
surveillance of all women taking oral contra- 
ceptives must be continued. 

Indication—Demulen is indicated for oral con- 
traception. 

Contraindications—Patients with thrombophle- 
bitis, thromboembolic disorders, cerebral apo- 
plexy or a past history of these conditions, mark- 
edly impaired liver function, known or suspected 
carcinoma of the breast, known or suspected 
ia and undiagnosed 


abnormal genital bleeding. 

Warnings—The physician should be alert to 
the earliest manifestations of thrombotic dis- 
orders gna cerebrovascular dis- 
orders, p li and retinal throm- 
bosis). Should jar of these occur or be suspected 
the drug should be discontinued immediately. 

Retrospective studies of morbidity and mor- 
tality in Great Britain and studies of morbidity 
in the United States have shown a statistically 
significant association between thrombophlebitis, 
pulmonary embolism, and cerebral thrombosis Hm 
and embolism and the use of oral contreceptives. There have been three 
principal studies in Britain!-3 leading to this conclusion, and one+ in 
this country. The estimate of the relative risk of thromboembolism in 
the study by Vessey and Doll’ was about sevenfold, while Sartwell and 
associates* in the United States found a relative risk of 4.4, meaning 
that the users are several times as likely to undergo thromboembolic 
disease without evident cause as nonusers. The American study also 
indicated that the risk did not persist after discontinuation of adminis- 
tration, and that it was not enhanced by long-continued administration. 
The American study was not designed to evaluate a difference between 
Products. However, the study suggested that there might be an in- 
creased risk of t di in users of sequential products. 
This risk cannot be quantitated, and further studies to confirm this 
finding are desirable. 

Discontinue medication pending examination if there is sudden par- 
tial or complete loss of vision, or if there is a sudden onset of proptosis, 
diplopia or migraine. If examination reveals papilledema or retinal vas- 
cular lesions medication should be withdrawn. 

Since the safety of Demulen in pregnancy has not been demonstrated, 
it is recommended that for any patient who has missed two consecutive 
Periods pregnancy should be ruled out before continuing the contra- 
ceptive regimen. If the patient has not adhered to the prescribed 
schedule the possibility of pregnancy should be considered at the time 
of the first missed period. 

A small fraction of the hormonal agents in oral contraceptives has 
been identified in the milk of mothers receiving these drugs. The long- 
tange effect to the nursing infant cannot be determined at this time. 

Precautions—The pretreatment and periodic physical examinations 
should include special reference to the breasts and pelvic organs, 
including a Papanicolaou smear, since estrogens have been known to 
Produce tumors, some of them malignant, in five species of subprimate 
animals. Endocrine and possibly liver function tests may be affected 
by treatment with Demulen. Therefore, if such tests are abnormal in 
® patient taking Demulen, it is recommended that they be repeated 


U. 


after the drug has been withdrawn for two months. Under the influ- 
ence of progestogen-estrogen preparations preexisting uterine fibromy- 
omas may increase in size. Because these agents may cause some 
degree of fluid retention, conditions which might be influenced by this 
factor, such as epilepsy, migraine, asthma, cardiac or renal dysfunction, 
require careful observation. In breakthrough bleeding, and in all cases 
of irregular bleedi nonfunctional causes should be 
borne in mind. In diag d bleeding per vaginam adequate dieg- 
nostic measures are indicated. Patients with a history of psychic de- 
pression should be carefully observed and the drug discontinued if the 
depression recurs to a serious degree. Any possible influence of pro- 
longed Demulen therapy on pituitary, ovarian, adrenal, hepatic or 
uterine function awaits further study. A decrease in glucose tolerance 
has been observed in a significant percentage of patients on oral contra- 
ceptives. The mechanism of this decrease is ob- 
scure. For this reason, diabetic patients should 
be carefully observed while receiving Demulen 
therapy. The age of the patient constitutes no 
absolute limiting factor, although treatment with 
Demulen may mask the onset of the climacteric. 
The pathologist should be advised of Demulen 
therapy when relevant specimens are submitted. 
Susceptible women may experience an increase 
in blood pressure following administration of 
contraceptive steroids. 

Adverse reactions observed in patients receiv- 

+ ing oral contraceptives—A statistically significant 
association has been demonstrated between use | 
of oral contraceptives and the following serious 

-. adverse reactions: thrombophlebitis, pulmonary 
embolism and cerebral thrombosis. 

Although available evidence is suggestive of 
an association, such a relationship has been 
neither confirmed nor refuted for the following 
serious adverse reactions; neuro-ocular lesions, 
e.g., retinal thrombosis and optic neuritis. 

The following adverse reactions are known to 
occur in patients receiving oral contraceptives: 
nausea, vomiting, gastrointestinal symptoms 

= (such as abdominal cramps and bloating), break- 
through bleeding, spotting, change in menstrual 

=. flow, amenorrhea during and after treatment, 
edema, chl or 1 breast chang 
(tenderness, enlargement and secretion), change in weight (increase or 
decrease), changes in cervical erosion and cervical secretions, suppres- 
sion of lactation when given immediately post partum, cholestatic jaun- 
dice, migraine, rash (allergic), rise in blood pressure in susceptible 
individuals and mental depression. 

Although the following adverse reactions have been reported in 
users of oral contraceptives, an association has been neither confirmed 
nor refuted: anovulation post treatment, premenstrual-like syndrome, 
changes in libido, changes in appetite, cystitis-like syndrome, head- 
ache, ner i fatigue, backache, hirsutism, loss of 
scalp hair, erythema multiforme, erythema nodosum, hemorrhagic 
eruption and itching. 

The following laboratory results may be altered by the use of oral 
contraceptives: hepatic function: increased sulfobromophthalein re- 
tention and other tests; coagulation tests: increase in prothrombin, 
Factors VII, VIII, IX and X; thyroid function: increase in PB1 and 
butanol extractable protein bound iodine, and decrease in T3 uptake 
values; metyrapone test and pregnanediol determination. 

Reterences: 1. Royal College of General Practitioners: Oral Con- 
traception and Thrombo-Embolic Disease, J. Coll. Gen. Pract. 13: 
267-279 (May) 1967. 2. Inman, W. H. W., and Vessey, M. P.: In- 
vestigation of Deaths from Pulmonary, Coronary, and Cerebral 
Thrombosis and Embolism in Women of Child-Bearing Age, Brit. 
Med. J. 2:193-199 (April 27) 1968. 3. Vessey, M. P., and Doll, R.: 
Investigation of Relation Between Use of Oral Contraceptives and 
Thromboembolic Disease. A Further Report, Brit. Med. J. 2:651- 
657 (June 14) 1969. 4. Sartwell, P. E.; Masi, A. T.; Arthes, F. G.; 
Greene, G. R., and Smith, H. E.: Thromboembolism and Oral Con- 
traceptives: An Epidemiologic Case-Control Study; Amer. J. Epidem. 
90 :365-380 (Nov.) 1969. OA4 
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Where “The Pill” Began 
G. D. Searle & Co., P.O. Box 5110, Chicago, Illinois 60680 
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be absent and routine laboratory studies In the last of eight installments, — 
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offer good clues to the diagnosis. therapy are considered. 
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